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The p300 and CBP co-activators are 
histone acetylases and central regu- 
lators of transcription in metazoans. 
The genomic occupancy of p300/CBP 
detected by ChlP-seq experiments can be 
used to identify transcriptional enhanc- 
ers. However, studies in Drosophila 
embryos suggest that there is a preference 
for some transcription factors in direct- 
ing p300/CBP to the genome. Although 
p300/CBP occupancy in general cor- 
relates with gene activation, they can 
also be found at silent genomic regions, 
which does not result in histone acetyla- 
tion. Polycomb-mediated H3K27me3 is 
associated with repression, but does not 
preclude p300/CBP binding. An antago- 
nism between H3K27ac and H3K27me3 
indicates that p300/CBP may be 
involved in switching between repressed 
and active chromatin states. 

Introduction 

CREB-binding protein (CBP) and its 
paralog p300 are central regulators of 
gene expression in metazoan cells. They 
were originally identified as binding part- 
ners of the cAMP-response element bind- 
ing (CREB) protein, 1 and the adenovirus 
early-region 1A (E1A) protein. 2,3 Today, 
over 400 interaction partners have been 
described for these proteins, 4 including 
transcription factors of all major families. 
They can function as transcriptional adap- 
tors between enhancer-bound transcrip- 
tion factors and the basal transcription 
machinery. They also contain an intrinsic 
histone acetyltransferase (HAT) activity, 
and have been reported to acetylate over 
70 other proteins, including themselves. 5 
In vitro, p300/CBP are promiscuous acet- 
yltransferases that can acetylate histones 



and non-histone proteins at many residues. 
However, histone 3 lysine 18 (H3K18) 
and H3K27 are major in vivo targets. 6,7 
In addition, H3K56 can be acetylated by 
p300/CBP in response to DNA damage. 8 

As well as the enzymatic HAT domain, 
p300 and CBP contain three cysteine- 
histidine-rich domains (CHI, CH2 and 
CH3), a KlX-domain, a steroid receptor 
co-activator interaction domain (SID) 
and a bromodomain. These serve as pro- 
tein-protein interaction domains, where 
the bromodomain recognizes acetyl-lysine 
in histones and other proteins. 9 The mech- 
anisms by which these co-activators facili- 
tate gene activation by transcription factors 
are not entirely understood. It may involve 
the adaptor function to bridge transcrip- 
tion factors with basal factors, leading 
to recruitment of RNA polymerase II, a 
scaffolding function to facilitate protein- 
protein and protein-DNA interactions, 
or involve their intrinsic acetyltransferase 
activity (Fig. IB). Most likely, the activity 
of p300/CBP that is most important for 
transcription activation is going to vary 
from gene to gene and/or cellular condi- 
tions, or may function together as a means 
to accommodate multiple transcriptional 
inputs into a network of activation. 

Loss of p300 or CBP gene function dis- 
rupts development and is lethal in mice, 
worms and flies. 10 CBP and p300 are 
targets of DNA tumor virus transform- 
ing proteins, and binding to these viral 
proteins causes a dramatic redistribution 
of H3K18ac across the host genome. 11 ' 12 
Dysregulation of p300/CBP results in 
human disease. For example, CBP or p300 
heterozygosity causes Rubinstein-Taybi 
Syndrome, 13 and CBP as well as p300 are 
disrupted by chromosomal translocations 
with MLL or other partners in certain 
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Figure 1. (A) Genes that are silenced by Polycomb-mediated H3K27me3 (K27me) can be occupied by p300/CBP. Association of p300/CBP with silent or 
poised transcriptional enhancers (with or without H3K27me3) does not result in histone acetylation. (B) At active genes, p300/CBP can acetylate his- 
tories on H3K27 (K27ac) and H3K18 (not shown), acetylate transcription factors (Ac), function as scaffolds for recruiting other proteins, or help establish 
a preinitiation complex by interactions with TFIIB and hypophosphorylated RNA polymerase II. 



leukemia. 14 Recent exome sequencing 
efforts have revealed frequent inactivating 
mutations in CBP and p300 in B-cell lym- 
phoma and in relapsed acute lymphoblas- 
tic leukemia. 1516 Therefore, understanding 
how p300/CBP occupies the genome and 
regulates gene transcription is of wide 
interest for deciphering general mecha- 
nisms of transcriptional control, as well 
as for insights into the etiology of some 
human disease. 

Genome Occupancy of p300/CBP 
Predicts Enhancer Sequences 

Since p300/CBP are among the most 
widely used transcriptional co-activators 
in metazoans, they are expected to occupy 
the genome at many cis-regulatory DNA 
sequences together with numerous dif- 
ferent transcription factors. Chromatin 
immunoprecipitation (ChIP) of p300/ 
CBP followed by massively parallel 
sequencing (ChlP-seq) has confirmed 
this prediction, and has shown that most 
p300/CBP peaks are located at DNase I 
hypersensitive sites in both promoters and 
in intergenic regions. 17 A few genomic 
regions are occupied by either p300 or 



CBP, but a vast majority of the regions 
are occupied by both p300 and CBP, sug- 
gesting that they have largely overlapping 
functions. 17,18 A landmark paper from the 
Ren laboratory showed that gene-distal 
p300 binding regions overlap with histone 
H3K4 monomethylation, and that these 
peaks are signatures of transcriptional 
enhancers. 19 ChlP-seq of p300/CBP was 
later shown to successfully predict novel 
tissue-specific enhancers. 20,21 In fact, 
determining genome occupancy of p300/ 
CBP and histone H3K4mel by ChlP-seq 
is currently the most successful strategy to 
identify novel transcriptional regulatory 
sequences. 22 

However, what fraction of regulatory 
sequences that can be identified through 
genome occupancy of p300/CBP is not 
known. Heintzman et al." reported 
that about one quarter of 389 predicted 
enhancers overlap p300 ChlP-chip bind- 
ing sites. One reason for not observing 
stronger overlap could be that p300/CBP 
is bound at levels below the criteria used for 
defining peaks. We found that CBP bind- 
ing to many known enhancer sequences 
that are active in early Drosophila 
embryos is below the cut-off we used for 



high-confidence peaks. 23 Nevertheless, 
average CBP occupancy was 1.73 times 
the genomic background at 97 previously 
described early embryonic enhancers. This 
indicates that p300/CBP may be occupy- 
ing many enhancers at low levels. We also 
found that CBP binding differs greatly 
between wild-type and mutant embryos, 
and that some gene regulatory networks 
rely on CBP to a much larger extent than 
others. This is consistent with the finding 
that p300/CBP ChlP-seq from different 
tissues defines enhancers that are active 
in a tissue-specific manner. 21 Therefore, 
mapping p300/CBP binding in differ- 
ent cell-types will increase the number of 
putative regulatory sequences that can be 
predicted. Still, a substantial number of 
enhancers will probably require alterna- 
tive strategies for their identification, e.g., 
genome occupancy of other HATs 24 or 
co-activators. 19 

What Recruits p300/CBP to the 
Genome? 

The cellular levels of p300/CBP are limit- 
ing, 10,25 suggesting that only a subset of all 
genes are targeted by these proteins, and 
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that the gene targets change under dif- 
ferent conditions. Although p300/CBP 
interacts with many transcription factors 
of different kind, whether some factors are 
more important than others in recruiting 
p300/CBP to regulatory DNA in vivo has 
not been much investigated. We there- 
fore compared the genome occupancy of 
Drosophila CBP (also known as nejire) 
with that of 40 different transcription fac- 
tors in early Drosophila embryos. 23 Since 
Drosophila only has one p300 / CBP ortho- 
log, and the gene regulatory networks 
that control early embryo development 
are among the best characterized, this 
system provides an excellent opportunity 
to investigate if there is a preference for 
some transcription factors over others in 
determining genome occupancy of p300/ 
CBP. We found that Drosophila CBP co- 
occupies the genome with the Rel-family 
transcription factor Dorsal, a homolog 
of vertebrate NF-kB, to a larger extent 
than any other factor. 23 Dorsal is the key 
activator of dorsal-ventral patterning in 
Drosophila, and forms a nuclear concen- 
tration gradient from ventral to dorsal. 26 
In mutant embryos where Dorsal cannot 
enter the nucleus, around one-third of 
the CBP peaks change in intensity. CBP 
occupancy is reduced or lost at regions 
where Dorsal, but few other factors are 
bound in wild-type embryos, but remains 
unchanged at regions co-occupied by 
many factors. Thus, Dorsal is required 
for CBP occupancy in the early embryo, 
but only at regions where few other factors 
bind. 23 

In mutant embryos lacking Dorsal in 
the nucleus, CBP occupancy is instead 
best correlated with the co-Smad Medea, 
a Smad4 homolog that is a transducer 
of transforming growth factor- (3 (TGF- 
(3) signaling. 27 The dorsal side of the 
embryo is patterned by Decapentaplegic 
(Dpp), a TGF-|3 signaling molecule of 
the bone morphogenetic protein (BMP) 
type. Without Dorsal protein, the entire 
embryo is converted into dorsal ectoderm, 
the tissue where Dpp-signaling occurs. 
This way, Dpp-signaling and Smad occu- 
pancy occurs in the entire mutant embryo, 
providing a genetic background in which 
CBP and Smad co-occupancy can be 
more easily detected. 23 These results show 
that CBP is most strongly associated with 



the two key dorsal-ventral patterning sys- 
tems in Drosophila embryos, the Dorsal 
and Smad gene regulatory networks. 

By contrast, transcription factors 
involved in anterior-posterior patterning, 
such as Bicoid and Caudal, overlap the 
CBP-binding regions to a much smaller 
extent. Although CBP has been shown to 
bind both Bicoid and Dorsal in vitro, and 
to stimulate both Bicoid and Dorsal activ- 
ity in cell culture assays, 28 " 30 CBP co-occu- 
pies the genome much more strongly with 
Dorsal than with Bicoid in vivo. 23 This 
shows that Drosophila CBP has a prefer- 
ence for associating with some transcrip- 
tion factors and regulatory regions. 

High occupancy target (HOT) 
regions are genomic sites bound by mul- 
tiple factors, and are assigned a HOTness 
value depending on the number of fac- 
tors and number of sites for each factor 
in that region. 31 Despite binding mul- 
tiple different types of transcription 
factors, HOT regions can function as 
tissue-specific developmental enhanc- 
ers driving gene expression patterns 
in selected cells. 32 In the Drosophila 
embryo, many of the CBP peaks overlap 
a HOT region. 23 However, the stron- 
gest CBP peaks are not found in the 
HOTest regions. Therefore, although 
the presence of multiple transcription 
factors can function as a platform for 
recruiting CBP, the specific factors pres- 
ent are important determinants of CBP 
occupancy. Together, these studies in 
Drosophila suggest that CBP recruit- 
ment depends on the presence of select 
transcription factors, and is not equally 
influenced by every factor. 

Similarly, studies in mammalian 
cells suggest that p300/CBP occupancy 
depends on cell-type specific transcription 
factors, since tissue-specific ChIP experi- 
ments identify unique p300/CBP binding 
regions. 21 There is a dramatic redistribu- 
tion of p300/CBP across the genome 
upon, for example, mitogen or estrogen 
stimulation, indicating that occupancy is 
influenced by what transcription factors 
are active. 33 ' 34 Interestingly, early studies 
on p300 in mammalian cells indicated 
that p300 shows a preferential affinity for 
specific DNA sequences, namely those 
recognized by NF-kB. 35 Association of 
CBP with the NF-kB protein Dorsal 



in Drosophila, and p300 with NF-kB 
sequences in mammalian cells indicates 
that this preference is evolutionarily 
conserved. 

Silent Genes Bound by p300/CBP 
are Hypoacetylated 

It has been shown that H3K27ac distin- 
guishes active from poised enhancers. 36 " 38 
With p300/CBP being responsible for 
H3K27 acetylation, it might be expected 
that poised or inactive enhancers would 
lack p300/CBP. Nonetheless, a large 
number of silent regions bind p300/ 
CBP, 37,38 while histone acetylation lev- 
els remain low. 23 This means that p300/ 
CBP occupancy is not sufficient for gene 
activation, and that the HAT activ- 
ity may be blocked at such sites (Fig. 
1A). Poised enhancers can be subdi- 
vided into those containing Polycomb- 
related H3K27me3 and those lacking 
both H3K27me3 and H3K27ac. 38 Both 
types of enhancers can be occupied by 
p300/CBP. Thus, although H3K27me3- 
decorated chromatin restricts DNA 
accessibility, 39 it does not preclude p300/ 
CBP binding. However, histone acetyla- 
tion is prevented. Interestingly, all his- 
tone acetylations measured are blocked 
by H3K27me3-chromatin, not only the 
mutually exclusive H3K27ac. 23 This indi- 
cates that despite the ability of p300/CBP 
to bind to genes enclosed in H3K27me3- 
chromatin, the histones are not accessible 
for acetylation by p300/CBP and other 
HATs. These data are consistent with a 
model for Polycomb silencing that allows 
access of proteins and RNAP II to DNA, 
but that restrains RNAP II elongation. 40 

Regulation of p300/CBP Activity 

The ability of H3K27me3-chromatin to 
preclude H3K27 acetylation by p300/ 
CBP provides one mechanism for regu- 
lating the HAT activity of these proteins. 
Except substrate availability, other mecha- 
nisms may also be at work. For instance, 
poised enhancers lacking H3K27me3 
can be occupied by p300/CBP but this 
does not result in H3K27 acetylation. 
Similarly, in the Drosophila embryo, the 
twi promoter contains less histone acety- 
lation in the neuroectoderm than in the 
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dorsal ectoderm despite less amounts of 
H3K27me3 and similar levels of CBP 
occupancy. 23 Together, these results 
indicate that the HAT activity of p300/ 
CBP is not only regulated by substrate 
availability, but also by genomic context 
or signaling. For example, methylation 
of CBP by CARM1 has been shown to 
increase the HAT activity in vitro, 34 and 
WTX may increase CBP-mediated acety- 
lation of p53. 41 Phosphorylation of p300/ 
CBP is also known to regulate both the 
stability and activity of the proteins. 42 
Autoacetylation of p300/CBP enhances 
the catalytic activity of these proteins, but 
whether autoacetylation is regulated is not 
known. 43 

In addition to the HAT activity, p300/ 
CBP have also been reported to display E3 
and E4 polyubiquitin-ligase activities. 44,45 
These functions are exclusively cytoplas- 
mic and required for the rapid turnover 
of p53 in unstressed cells. However, since 
they do not occur in the nucleus, the ubiq- 
uitin-ligase activities do not directly influ- 
ence target gene expression. 

Balance of p300/CBP-mediated 
H3K27ac and Polycomb-mediated 
H3K27me3 

Several studies have detected p300/CBP 
occupancy at silenced genomic sites carry- 
ing Polycomb-mediated H3K27me3. 23 ' 37,38 
In a wider meaning, these sites may be 
considered to be bivalent, as they harbor 
both an active feature (i.e., p300/CBP) 
and a repressed feature (H3K27me3). 
Given the ability of p300/CBP to acety- 
late H3K27, this hints at a role for p300/ 
CBP in switching between an active and 
a repressed state. Indeed, a switching 
role between H3K27 acetylation and tri- 
methylation in gene activation has been 
proposed both in mouse and Drosophila 
cells. 7 ' 46 Perturbing H3K27ac by CBP 
knockdown or overexpression results in 
an antagonistic change in H3K27me3 in 
vivo. 7 In Drosophila, CBP binds to the 
H3K27-specific demethylase UTX, and 
co-occupies many Polycomb target genes 
together with UTX upon activation. 47 
However, discrimination between a direct 
switching role for CBP and CBP occu- 
pancy as an indirect consequence of gene 
activity has not been possible. 



What is the Function of p300/CBP 
at Regulatory DNA? 

Once recruited to the genome, what is 
the function of p300/CBP at regulatory 
DNAs? In general, p300/CBP occu- 
pancy correlates with gene activation, 
even though p300/CBP recruitment does 
not always result in gene expression. 48 
Although p300/CBP is found both at dis- 
tal enhancer elements and at promoters, it 
is not known if p300/CBP exert different 
functions at promoters and enhancers. It 
is possible that p300/CBP is important for 
recruitment of RNAP II to promoters by 
interacting with basal transcription fac- 
tors such as TFIIB and hypophosphory- 
lated RNAP II. 49 ' 50 Alternatively, p300/ 
CBP-mediated acetylation of transcrip- 
tion factors or other proteins may facilitate 
RNAP II recruitment. At many inducible 
genes, acetylation of nucleosomes contain- 
ing H3K4me3 is rapidly and continuously 
turning over in a p300/CBP dependent 
manner. This dynamic acetylation coin- 
cides with RNAP II association and gene 
activation. 51 In other cases, stimulation of 
cells leads to rapid recruitment of p300/ 
CBP and RNAP II to the promoter where 
these factors persist for several hours, 
although transcription is transient. 33 This 
"bookmarking" allows for rapid re-initia- 
tion of transcription. Another possibility 
is that CBP facilitates transcription elon- 
gation, for example by controlling release 
form promoter-proximal pausing. It has 
been shown that p300 can acetylate and 
enhance the activity of positive transcrip- 
tion elongation factor b (P-TEFb), a major 
regulator of release from pausing. 52,53 

Conclusions 

Genome-wide mapping of the p300 and 
CBP co-activators has shown that they 
are present at a large fraction of regula- 
tory genomic regions, and that p300/ 
CBP occupancy can therefore be used 
to identify enhancer sequences. Studies 
in Drosophila have shown that there is a 
preference for some transcription factors 
over others in directing p300/CBP to the 
genome. Since the amount of p300/CBP 
in cells is limiting, 54 ' 55 only a subset of 
genes are targeted, leading to activation of 
specific gene regulatory networks. 



A surprising finding is that although 
p300/CBP occupancy in general corre- 
lates with gene activation, they can also be 
found at silent regions. At these silent sites, 
p300/CBP occupancy does not cause his- 
tone acetylation, which may be one reason 
for why the corresponding genes remain 
silent. The histone acetylase activity of 
p300/CBP may be regulated, but one 
important mechanism for preventing 
H3K27ac at silent genomic regions is the 
antagonistic methylation of H3K27 by the 
Polycomb complex PRC2. Interestingly, 
although H3K27me3 is associated with 
repressive chromatin, it does not preclude 
p300/CBP binding, resulting in what 
may be considered a bivalent situation. 
The antagonism between H3K27ac and 
H3K27me3 indicates that p300/CBP 
may be important for switching between 
repressed and active chromatin states. 

Although p300 and CBP have been 
extensively studied for almost 20 years, 
their exact function at both active enhanc- 
ers and promoters as well as at poised and 
silent regions remains to be discovered. 

References 

1. Chrivia JC, Kwok RP, Lamb N, Hagiwara M, 
Montminy MR, Goodman RH. Phosphorylated 
CREB binds specifically to the nuclear protein CBP. 
Nature 1993; 365:855-9; PMID:8413673; http:// 
dx.doi.org/10.1038/365855a0. 

2. Eckner R, Ewen ME, Newsome D, Gerdes M, 
DeCaprio JA, Lawrence JB, et al. Moleculat clon- 
ing and functional analysis of the adenovirus E1A- 
associated 300-kD protein (p300) reveals a protein 
with properties of a ttanscriptional adaptot. Genes 
Dev 1994; 8:869-84; PMID:7523245; http://dx.doi. 
org/10. 1101/gad.8. 8. 869. 

3. Whyte P, Williamson NM, Hallow E. Cellular 
targets fot transformation by the adenovirus El A pro- 
teins. Cell 1989; 56:67-75; PMID:2521301; http:// 
dx.doi.org/10.1016/0092-8674(89)90984-7. 

4. Bedford DC, Kasper LH, Fukuyama T, Brindle 
PK. Target gene context influences the ttanscrip- 
tional requirement for the KAT3 family of CBP and 
p300 histone acetyltransferases. Epigenetics 2010; 
5:9-15; PMID:20110770; http://dx.doi.org/10.4161/ 
epi.5. 1.10449. 

5. Wang L, Tang Y, Cole PA, Marmorsrein R. Structure 
and chemistry of the p300/CBP and Rttl09 histone 
acetyltransferases: implications for histone acetyl- 
transferase evolution and function. Curr Opin Sttuct 
Biol 2008; 18:741-7; PMID:18845255; http://dx.doi. 
org/10. 1016/j.sbi.2008.09.004. 

6. Jin Q, Yu LR, Wang L, Zhang Z, Kasper LH, Lee 
JE, et al. Distinct roles of GCN5/PCAF-mediated 
H3K9ac and CBP/p300-mediated H3K18/27ac in 
nuclear receptor transactivation. EMBO J 2011; 
30:249-62; PMID:21131905; http://dx.doi. 
org/10.1038/emboj.2010.318. 

7. Tie F, Banerjee R, Stratton CA, Prasad-Sinha J, 
Stepanik V, Zlobin A, et al. CBP-mediated acetyla- 
tion of histone H3 lysine 27 antagonizes Drosophila 
Polycomb silencing. Development 2009; 136:3131- 
41; PMID:19700617; http://dx.doi.org/10.1242/ 
dev.037127. 



www.landesbioscience.com 



Transcription 



21 



8. Das C, Lucia MS, Hansen KC, Tyler JK. CBP/ 
p300-mediated acetylarion of histone H3 on lysine 
56. Nature 2009; 459:113-7; PMID:19270680; 
http://dx.doi.org/10.1038/nature07861. 

9. Zeng L, Zhang Q, Gerona-Navarro G, Moshkina N, 
Zhou MM. Structural basis of site-specific histone 
recognition by the bromodomains of human coactiva- 
tors PCAF and CBP/p300. Structure 2008; 16:643- 
52; PMID:18400184; http://dx.doi.Org/10.1016/j. 
str.2008.01.010. 

10. Goodman RH, Smolik S. CBP/p300 in cell growth, 
transformation, and development. Genes Dev 2000; 
14:1553-77; PMID:10887150. 

11. Horwitz GA, Zhang K, McBrian MA, Grunstein 
M, Kurdistani SK, Berk AJ. Adenovirus small ela 
alters global patterns of histone modification. Science 
2008; 321:1084-5; PMID:18719283; http://dx.doi. 
org/10.1126/science.H55544. 

12. Ferrari R, Su T, Li B, Bonora G, Oberai A, Chan 
Y, et al. Reorganization of the host epigenome 
by a viral oncogene. Genome Res 2012; 22:1212- 
21; PMID:22499665; http://dx.doi.org/10.1101/ 
gr.132308.Hl. 

13. Roelfsema JH, Peters DJ. Rubinstein-Taybi syn- 
drome: clinical and molecular overview. Expert Rev 
Mol Med 2007; 9:1-16; PMID:17942008; http:// 
dx.doi.org/10.1017/S14623994070004l5. 

14. Iyer NG, Ozdag H, Caldas C. p300/CBP and can- 
cer. Oncogene 2004; 23:4225-31; PMID:15156177; 
http://dx.doi.org/10.1038/sj.onc.1207118. 

15. Mullighan CG, Zhang J, Kasper LH, Lerach S, 
Payne-Turner D, Phillips LA, et al. CREBBP muta- 
tions in relapsed acute lymphoblastic leukaemia. 
Nature 2011; 471:235-9; PMID:21390130; http:// 
dx.doi.org/10.1038/nature09727. 

16. Pasqualucci L, Dominguez-Sola D, Chiarenza A, 
Fabbri G, Grunn A, Trifonov V, et al. Inactivating 
mutations of acetyltransferase genes in B-cell lym- 
phoma. Nature 2011; 471:189-95; PMID:21390126; 
http://dx.doi.org/10.1038/nature09730. 

17. Wang Z, Zang C, Cui K, Schones DE, Barski A, Peng 
W, et al. Genome-wide mapping of HATs and HDACs 
reveals distinct functions in active and inactive genes. 
Cell 2009; 138:1019-31; PMID:19698979; http:// 
dx.doi.org/10.1016/j.cell.2009.06.049. 

18. Ramos YF, Hestand MS, Verlaan M, Krabbendam 
E, Ariyurek Y, van Galen M, et al. Genome-wide 
assessment of differential roles for p300 and CBP 
in transcription regulation. Nucleic Acids Res 2010; 
38:5396-408; PMID:20435671; http://dx.doi. 
org/10.1093/nar/gkql84. 

19. Heintzman ND, Stuart RK, Hon G, Fu Y, Ching 
CW, Hawkins RD, et al. Distinct and predictive 
chromatin signatures of transcriptional promoters 
and enhancers in the human genome. Nat Genet 
2007; 39:311-8; PMID: 17277777; http://dx.doi. 
org/10.1038/ngl966. 

20. Negre N, Brown CD, Ma L, Bristow CA, Miller 
SW, Wagner U, et al. A cis-regularory map of 
the Drosophila genome. Nature 2011; 471:527- 
31; PMID:21430782; http://dx.doi.org/10.1038/ 
nature09990. 

21. Visel A, Blow MJ, Li Z, Zhang T, Akiyama JA, 
Holt A, et al. ChlP-seq accurately predicts tissue- 
specific activity of enhancers. Natute 2009; 457:854- 
8; PMID:19212405; http://dx.doi.org/10.1038/ 
nature07730. 

22. Ong CT, Corces VG. Enhancer function: new insights 
into the regulation of tissue-specific gene expression. 
Nat Rev Genet 2011; 12:283-93; PMID:21358745; 
http://dx.doi.org/10.1038/nrg2957. 

23. Holmqvist PH, Boija A, Philip P, Crona F, Stenberg 
P, Mannervik M. Preferential genome targeting of 
the CBP co-activator by Rel and Smad proteins in 
early Drosophila melanogaster embryos. PLoS Genet 
2012; 8:el002769; PMID:22737084; http://dx.doi. 
org/10.1371/journal.pgen.l002769. 



24. Krebs AR, Karmodiya K, Lindahl-Allen M, Struhl K, 
Tora L. SAGA and ATAC histone acetyl transferase 
complexes regulate distinct sets of genes and ATAC 
defines a class of p300-independent enhancers. Mol 
Cell 2011; 44:410-23; PMID:22055187; http:// 
dx.doi.org/10.1016/j.molcel.2011.08.037. 

25. Yao TP, Oh SP, Fuchs M, Zhou ND, Ch'ng LE, 
Newsome D, et al. Gene dosage-dependent embry- 
onic development and proliferation defects in mice 
lacking the transcriptional integrator p300. Cell 
1998; 93:361-72; PMID:9590171; http://dx.doi. 
org/10.1016/S0092-8674(00)81165-4. 

26. Hong JW, Hendfix DA, Papatsenko D, Levine 
MS. How the Dorsal gradient works: insights from 
postgenome technologies. Proc Natl Acad Sci U S 
A 2008; 105:20072-6; PMID:19104040; http:// 
dx.doi.org/10.1073/pnas.0806476105. 

27. Affolter M, Marty T, Vigano MA, Ja wi ska A. Nuclear 
interpretation of Dpp signaling in Drosophila. 
EMBO J 2001; 20:3298-305; PMID:11432817; 
http://dx.doi.org/10.1093/emboj/20.13.3298. 

28. Akimaru H, Hou DX, Ishii S. Drosophila CBP is 
required for dorsal-dependent twist gene expression. 
Nat Genet 1997; 17:211-4; PMID:9326945; http:// 
dx.doi.org/10.1038/ngl097-211. 

29. Fu D, Ma J. Interplay between positive and nega- 
tive activities that influence the role of Bicoid in 
transcription. Nucleic Acids Res 2005; 33:3985-93; 
PMID:16030350; http://dx.doi.org/10.1093/nar/ 
gki691. 

30. Fu D, Wen Y, Ma J. The co-activator CREB-binding 
protein participates in enhancer-dependent activi- 
ties of bicoid. J Biol Chem 2004; 279:48725-33; 
PMID:15358774; http://dx.doi.org/10.1074/jbc. 
M407066200. 

31. Roy S, Ernst J, Kharchenko PV, Kheradpour P, Negre 
N, Eaton ML, et al.; modENCODE Consortium. 
Identification of functional elements and regula- 
tory circuits by Dtosophila modENCODE. Science 
2010; 330:1787-97; PMID:21177974; http://dx.doi. 
org/10.1 126/science.l 198374. 

32. Kvon EZ, Stampfel G, Yanez-Cuna JO, Dickson 
BJ, Stark A. HOT regions function as patterned 
developmental enhancers and have a distinct cis- 
regulatory signature. Genes Dev 2012; 26:908- 
13; PMID:22499593; http://dx.doi.org/10.1101/ 
gad.188052.112. 

33. Byun JS, Wong MM, Cui W, Idelman G, Li Q, De 
Siervi A, et al. Dynamic bookmarking of primary 
response genes by p300 and RNA polymerase II com- 
plexes. Proc Natl Acad Sci U S A 2009; 106:19286- 
91; PMID:19880750; http://dx.doi.org/10.1073/ 
pnas.0905469106. 

34. Ceschin DG, Walia M, Wenk SS, Duboe C, 
Gaudon C, Xiao Y, et al. Methylation specifies 
distinct estrogen-induced binding site repertoires 
of CBP to chromatin. Genes Dev 2011; 25:1132- 
46; PMID:21632823; http://dx.doi.org/10.1101/ 
gad.619211. 

35. Rikitake Y, Moran E. DNA-binding properties of the 
ElA-associated 300-kilodalton protein. Mol Cell Biol 
1992; 12:2826-36; PMID:1534143. 

36. Creyghton MP, Cheng AW, Welstead GG, Kooistra 
T, Carey BW, Steine EJ, et al. Histone H3K27ac 
separates active from poised enhancers and predicts 
developmental state. Proc Natl Acad Sci USA 
2010; 107:21931-6; PMID:21106759; http://dx.doi. 
org/10.1073/pnas.l016071107. 

37. Rada-Iglesias A, Bajpai R, Swigut T, Brugmann SA, 
Flynn RA, Wysocka J. A unique chromatin signature 
uncovers early developmental enhancers in humans. 
Nature 2011; 470:279-83; PMID:21160473; http:// 
dx.doi.org/10.1038/nature09692. 

38. Zentner GE, Tesar PJ, Scacheri PC. Epigenetic 
signatures distinguish multiple classes of enhanc- 
ers with distinct cellular functions. Genome Res 
2011; 21:1273-83; PMID:21632746; http://dx.doi. 
org/10.1101/gr.l22382.111. 



39. Bell O, Schwaiger M, Oakeley EJ, Lienert F, Beisel 
C, Stadler MB, et al. Accessibility of the Drosophila 
genome discriminates PcG repression, H4K16 acety- 
lation and replication timing. Nat Struct Mol Biol 
2010; 17:894-900; PMID:20562853; http://dx.doi. 
org/10. 1038/nsmb.l825. 

40. Simon JA, Kingston RE. Mechanisms of polycomb 
gene silencing: knowns and unknowns. Nat Rev Mol 
Cell Biol 2009; 10:697-708; PMIDT9738629. 

41. Kim WJ, Rivera MN, Coffman EJ, Haber DA. 
The WTX tumor suppressor enhances p53 acety- 
lation by CBP/p300. Mol Cell 2012; 45:587-97; 
PMID:22285752; http://dx.doi.org/10.1016/j.mol- 
cel.2011. 12.025. 

42. Chen J, Li Q. Life and death of transcription- 
al co-activator p300. Epigenetics 2011; 6:957-61; 
PMID:21730760; http://dx.doi.org/10.4161/ 
epi.6.8.16065. 

43. Thompson PR, Wang D, Wang L, Fulco M, Pediconi 
N, Zhang D, et al. Regulation of the p300 HAT 
domain via a novel activation loop. Nat Struct Mol 
Biol 2004; 11:308-15; PMID:15004546; http:// 
dx.doi.org/10.1038/nsmb740. 

44. Grossman SR, Deato ME, Brignone C, Chan HM, 
Kung AL, Tagami H, et al. Polyubiquitination of 
p53 by a ubiquitin ligase activity of p300. Science 
2003; 300:342-4; PMID:12690203; http://dx.doi. 
org/10. 1126/science.l080386. 

45. Shi D, Pop MS, Kulikov R, Love IM, Kung AL, 
Grossman SR. CBP and p300 are cytoplasmic E4 
polyubiquitin ligases for p53. Proc Natl Acad Sci U 
S A 2009; 106:16275-80; PMID:19805293; http:// 
dx.doi.org/10.1073/pnas.0904305106. 

46. Pasini D, Malatesta M, Jung HR, Walfridsson J, 
Wilier A, Olsson L, et al. Characterization of an 
antagonistic switch between histone H3 lysine 27 
methylation and acetylation in the transcriptional 
regulation of Polycomb group target genes. Nucleic 
Acids Res 2010; 38:4958-69; PMID:20385584; 
http://dx.doi.org/10.1093/nar/gkq244. 

47. Tie F, Banerjee R, Conrad PA, Scacheri PC, Harte 
PJ. Histone demethylase UTX and chromatin 
remodeler BRM bind directly to CBP and modulate 
acetylation of histone H3 lysine 27. Mol Cell Biol 
2012; 32:2323-34; PMID:22493065; http://dx.doi. 
org/10.1128/MCB. 06392-11. 

48. Kasper LH, Lerach S, Wang J, Wu S, Jeevan T, Brindle 
PK. CBP/p300 double null cells reveal effect of 
coactivator level and diversity on CREB transactiva- 
tion. EMBO J 2010; 29:3660-72; PMID:20859256; 
http://dx.doi.org/10.1038/emboj.2010.235. 

49. Cho H, Orphanides G, Sun X, Yang XJ, Ogryzko V, 
Lees E, et al. A human RNA polymerase II complex 
containing factors that modify chromatin structure. 
Mol Cell Biol 1998; 18:5355-63; PMID:9710619. 

50. Kwok RP, Lundblad JR, Chrivia JC, Richards JP, 
Bachinger HP, Brennan RG, et al. Nuclear protein 
CBP is a coactivator for the transcription factor 
CREB. Nature 1994; 370:223-6; PMID:7913207; 
http://dx.doi.org/10.1038/370223a0. 

51. Crump NT, Hazzalin CA, Bowers EM, Alani RM, 
Cole PA, Mahadevan LC. Dynamic acetylation of all 
lysine-4 trimethylated histone H3 is evolutionarily 
conserved and mediated by p300/CBP. Proc Natl 
Acad Sci U S A 2011; 108:7814-9; PMID:21518915; 
http://dx.doi.org/10.1073/pnas.1100099108. 

52. Cho S, Schroeder S, Kaehlcke K, Kwon HS, Pedal A, 
Herker E, et al. Acetylation of cyclin Tl regulates the 
equilibrium berween active and inactive P-TEFb in 
cells. EMBO J 2009; 28:1407-17; PMID: 19387490; 
http://dx.doi.org/10.1038/emboj.2009.99. 

53. Fu J, Yoon HG, QinJ, WongJ. Regulation of P-TEFb 
elongation complex activity by CDK9 acetylation. 
Mol Cell Biol 2007; 27:4641-51; PMID:17452463; 
http://dx.doi.org/10.1128/MCB.00857-06. 



22 



Transcription 



Volume 4 Issue 1 



54. Lilja T, Aihara H, Stabell M, Nibu Y, Mannervik 
M. The acetyltransferase activity of Drosophila CBP 
is dispensable for regulation of the Dpp pathway 
in the early embryo. Dev Biol 2007; 305:650- 
8; PMID:17336283; http://dx.doi.org/10.1016/). 
ydbio.2007.01.036. 



55. Lilja T, Qi D, Stabell M, Mannervik M. The 
CBP coactivator functions both upstream and 
downstream of Dpp/Screw signaling in the early 
Drosophila embryo. Dev Biol 2003; 262:294-302; 
PMID: 14550792; http://dx.doi.org/10.1016/S0012- 
1606(03)00392-0. 



www.landesbioscience.com 



Transcription 



